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DUPLICATE rhomar P Koestler. Ph.D. Nova&s PharmaceuIicals Corp~rati~,, 
V,Le Pcrvdtvrl Llr.ld World Wu3e Drug Regulatory Affmrs 

(’ NOVARTIS 

I REVlEWS COMPLETED 

’ 50 ACTION. I 

1 CSO IPNIAIS ,,1 

Hand-Delivered 

Murray M. Lumpkin, M.D. 

59 Route IO 
East Hanover NJ 07936.1080 

COPY FOR YOUR 
INFORMATION 

US Tel 201 503 5757 
US Fax 201 503 5544 

fbsle/swttrerland 
Tel 061 3244803 
Fax 061 324 8483 

Deputy Center Director (Review Management)-/Approved NDA 50-573 
Center for Drug Evaluation and Research Approved NDA SO-5 74 
Suite 6027-42 Approved NDA 50-625 
145 1 Rockville Pike NEOFUL@ Ccyclosporine for microemulsion) 
Rockvilie, Maryland 20850 Approved NDA SO-715 

Approved NDA 50- 716 
Pending IVDA 50- 735 
Pending NDA SO-736 

,$&ding NDA 50- 73 7 
Pending NDA 50- 738 

Dear Dr. Lumpkin: 

Reference is made to’ your fetter dated April 19, 1995, which responds to our 
request that Novartis’ (then Sandoz’s) applications for Sandimmune@ (cyclosporine) and 
Neoral@ (cyclosporine for microemulsion) be reclassified as drugs submitted and approved 
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act (“the Act”). As 
indicated by Nova&’ Request for Reclassification and our subsequent discussions, the issue of 
cyciosporine’s classification as an “antibiotic drug” under section 507 of the Act has always been 
critically important to us. Now, due to the impending action on four supplemental applications 
(for autoimmune indications for cycfosporine), the “antibiotic drug” classification has taken on 
even greater significance. 

As you know, the Agency is expected to take action on Novartis’ supplemental 
applications for use of NeoraUB in treating rheumatoid arthritis (RA) and psoriasis. Like the 
original new drug applications (NDAs) for Sandimmune@ and NeoralB, these supplemental 
applications are based upon significant research conducted by Novartis. Moreover, it is expected 
that the ultimate, potential approval of the RA supplemental application wili be contingent upon 
Novartis’ commitment to satisfy additional, Phase IV research obligations. In addition, 
following final action on its pending supplemental applications. Nova&s will have paid 
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$447,000.00 in user fees pursuant to the Prescription Drug User Fee Act (PDUFA) to support 
review and final action on its NeoralB applications. 

Despite the research Novartis has already conducted and will be required to 
continue to conduct as a condition of approval of its cyclosporine products, the Company has not 
been granted any statutory incentives in recognition of its research investments. In fact, because 
of cyclosporine’s antibiotic classification, the Company will not even receive three years of so- 
called “promotional exclusivity” for the critically important !7A and psoriasis indications that are 
expected to be added to the Neora!@ labeling. 

Because of the obvious inequities posed by this situation, Novartis is following up 
on your offer to let us address the Agency’s decision to continue regulating cyclosporine products 
under section 507 of the Act. As you know, Nova&’ Request for Reclassification responded to 
the Agency’s interest in scientific issues related to the antibiotic classification of cyclosporine. 
Although we continue to believe that there is no valid scientific basis to classify cyclosporine as 
an antibiotic, there are even more fundamental issues that must first be addressed in connection 
with the Request for Reclassification. 

Most importantly, there is the issue of a “level playing field.” We have identified 
several products similar to cyclosporine with respect to its “antibiotic” classification but that 
nonetheless are regulated as, and enjoy the benefits of their status as, “drugs” under section 505 
of the Act. (Similarly, we have identified antibacterial agents approved for treatment of 
infections that also are regulated as section 505 “drugs.“) 

The most notable similarly-situated product is Mevacor@ (lovastatin) -- a novel 
fungal metabolite discovered when it was produced from a strain of Aspergiflus terreus obtained 
in a soil isolation program. Lovastatin is obviously similar to cyclosporine in its fungal 
derivation and antifungal properties. Yet, the Agency classifies lovastatin as a drug under section 
505. There is simply no reason, scientific or otherwise, for lovastatin and cyclosporine to be 
treated differently under the Act. 

The classification of lovastatin (and several antibacterial agents) as section 505 
drugs points to the larger issue: the lack of reasonable, articulated standards that have been 
subjected to scientific input and critical public scrutiny, that are known to a!! interested persons, 

- _ and that are applied consistently to each application filed by the Agency. Undoubtedly, it has . . _ 
k been the lack of such standards that has caused the Agency’s inconsistent treatment over the 

_, 

years of the Sandimmune@ and NeoralB applications. Almost without exception, the Agency 
has initially assigned section SO5 drug NDA numbers to the Sandimmune@ and Neora!@ 
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applications. Only after these applications were submitted did the Agency apparently reconsider 
its original designations and reclassify the applications as antibiotics. Over the years, the 
rationale for these various reclassifications of cyclosporine also has changed. For example, the 
original reclassification decision in 1982 apparently was triggered by an interest in applying the 
section 507 batch certification requirements to the original Sandimmune application Only in 
1994- 1995 were scientific issues raised with respect to the classification of cyclosporine as an 
antibiotic. In the interim, FDA continued to assign section 505 drug NDA numbers to most 
cyclosporine applications. 

Finally, there is the issue of Congress’ intent in codifying the definition of 
“antibiotic drug.” Although this issue was first raised in the Agency’s response to our 
Reclassification Request, Nova& has now conducted a comprehensive review of the legislative 
history of the 1962 Amendments to the Act. We have found nothing in the legislative history to 
indicate that Congress intended to single out products that are produced by fermentation. Rather, 
we have found a clear Congressional intent to cover only true “antibiotics” indicated for 
antibiotic uses. For example, a report by a special advisory committee of the National Academy 
of Sciences-National Research Counsel submitted to and adopted by the Secretary of Health, 

- Education, and Welfare (HEW) recommended: “The FDA should be given statutory authority to 
apply certification procedures to all antimicrobial agents used in the prophylaxis and treatment of 
infectious diseases.” See Drug Indusfry Antitrust Act. Hearings On S 1552 Before the 
Subcomm. On Antitrust and Monopoly of (he Senafe Comm. on the Judiciary, 87th Cong., 1st 
Sess., Part 2, Exhibits And Appendix, 460, renrinted h FDA, A LEGISLATWE HISTORY OF THE 
FEDERAL FOOD, DRUG, AND COSMETIC ACT AND ITS AMENDMENTS, Vol. XVIII, at 220. 
Similarly, in urging Congress to adopt the provision, the Secretary of HEW repeatedly referred to 
the use of “antibiotic drugs” to be covered under section 507 “in the treatment of infectious 
diseases.” Drug Industry Anfifrusf Act Hearings, Part 5, at 2589-90 (testimony of Secretary 
Ribicoff), tenrinted in, FDA, A LEGISLATIVE HISTORY, Vol. XX, at 33 I -32- Thus, there is even 
a more compelling need to develop consistently-applied standards, based upon public input, that 
will effectuate Congress’ intent. 

If such standards had been promulgated and codified in the Agency’s antibiotic 
regulations, Novartis is confident that Sandimmune@ and Neoral@ would be regulated as drugs 
under section 505(b) of the Act. To redress the current situation -- particularly given the lack of 
a “level playing field” and Congress’ clear intent to classify as antibiotics those products that 

_ (unlike cyclosporine) treat infectious diseases -- Novartis believes the Agencymuti.immediately 
reclassify cyclosporine as a drug under section SOS(b). At the very least, pending development of 
codified standards and their application to Sandimmune@ and Neoral@, the Agency must not 

- -. 
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take any action that hrther deprives Novartis of rights to which it otherwise would be entitled if 
these products were properly +ssified as drugs under section SOS(b). 

Given the pressing nature of the classification issue in the context of the 
impending action on the RA and psoriasis applications, Novartis would like to accept your 
invitation to meet with appropriate officials in the Center to discuss this matter in greater detail. 
We request that such a meeting be convened by the first week of April so a final decision can be 
rendered prior to action on our pending supplemental applications. 

We look fi)rward to working with the Center to resolve this urgent matter. 

RespectfUlly submitted, 

Thomas P. Koestler, Ph.D. 
Vice President, Head 
World Wide Drug Regulatory Affairs 

cc: Central Document Room 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Park Bldg., Room 2-14 
12420 Parklawn Drive 
Rockville, Maryland 20857 
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Thornor P. Kaestler, Ph.D. 
Vice President, Corporate Hmad 
Drug Reg:htrPtioo mnd Rqulmtory Affm[ri 
Sandaz h rmaceutlcals Corporation 
59 Rauce Ten 
East Hanover, New Jersey 0793CloM 

Dear Dr. Ko&k, 

On October 14, 1994 and ?ebruary 28, lP!B you wets Iettarr to the Center for Dnq 
Evalurtiorr and Research (CDEEU raqucrtlng Chat your. applications for SANDIMMUNE 
(cyclosparinc) and NEURAL (cyckupori~~, mkwemulslaa) br ruIuriAed LI drugs 
under section SOS(b) of the FudeA Food, Drug, and Casmetk Ad (the Act). Prscntly 
they rn claxifIed 01 entibiotkr un& wtion 507 of thr Act. 

Afier rtvIrwi.rq the iafonarti& submitted by SIndo to support this rtqucst, I am now 
able to Inform you that CDER intends to cootinur to mguhte time prdutb under 
sectioo 507 of the Act. 

As we both agru, tht msnufactur, of cycinspori~ krrolra a fwmentatir~ ~IXXSS 
employing a miuoorprrlmr, rnd, as stxb. it UgU tbr fkst paH of thr ktatutary 
Whitlou of an onllbCork. Thus, thr crux af thu chdfka(ion duiaion rests on whether 
cyclasparSne has the uprdty to lnhlbtt or dutroy microqa&ms in dilu~ solution . . . 
(21 U.S.C. x7). 

We do find, hued an th infomtlon we pmtly haw, that cydaspodne cm indeed 
inhibit or kill cttiin human pathogans J4 I&U ot coacurtratiool that are r&vent to 
thou fouad in th human body when cychpotkre h umd cUnkaU~ a.~ dervfbcd IQ lt~ 
npproved 01 prupwd IS-. For your conrmSm~, I hpvo approdrd tn this ICUU, 8 
copy 04 the mlcr&iologlrt’s report Iran HRZ530 sualmrrlzing our eNfylb of 

. . ~~hrjparine’r ratlmkroblal capacity. CycLorpori~ muta both puts oftIt@ -%SUQJV 
ckfinitloa of products that mm be rti;ubud under satl~a 307. 
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Ia our rdew of tht legislative history of sectSon 507 of the AC& WC found no 
CongresioJlal Rfuenct u to bow the term Qhibits or d&coy6 micfPOfpPx&ms in 
dilute soolutioa’ should be iawrprt&d. Hawever, we bekve aur fmdings m can&teat 
vith thr: ordlnvy meaning of the words in the atute and with Congra~ionnl intent to 
dnglr out thasa drug, such QI cyckporine, which are produced by l fermentative 
ptoc~~. In additlan, the FDA has a stroog history of intupnt’ing section 507 without 
refenmca to whether the product Ss used dinierUy as an rotlbiotic. Swwal ant& 
neoplanic agents have been derrified df !kctfon 507 pr0duttl bec~~w the meet the 
legal dcfmitlan of an “rntibfotic drug”. 

I realiz thiIt the clas.sItlcrt100 of cydasporinnr b ot ClgnifIInt ialporuuce to San&z. 
Thus, ff you at your ctaff helkvr we have r&interpret4 thr scientific Informntiaa you 
submitted or that we hrvt axisiirpretrd thr intdnt of thr Lw, please do not h&ate to 
ICC me know. I would be happy to h~ilitate a meeting rltb the scimtifk and legA tiff 
of the Ceatar to dkuss this further if you fclll such would be helpful. 

YOUK Slru#I-dy, 

k9hG . 

Mutny M. Lumpkia, M.D. 
Dquty Gnaw DIrector (Rtiviov Management) 
Canter for Dnq Evrhratlan and Rstarch 

cc: Janet woodcock, M.D. 
Ammnda Peda~~n, J.D. 
Ann Won, J.D. 
Dtvid Fox, J.D. 
David Felad, MD. 
Juntr Bilmd, M.D. 
Janr Axrlrrd, J.D. 


